Background
HCV infection is a global health problem affecting over 170-200 million people. The virus is distributed worldwide and its prevalence varies in different countries from 0.2% up to 40% (1) (2) (3) (4) . HCV prevalence has changed significantly world-wide, showing a decreasing trend in the developed world due to a decrease in infections among injecting drug users, the effect of harm reduction programs, and the reduced risk of transfusion-associated acute HCV. In contrast, HCV prevalence is high in undeveloped countries and high-risk groups (5) . The prevalence of HCV infection in the general population is less than 1% in Iran (6, 7) . In addition, HCV is one of the most common causes of chronic liver disease, and the third leading cause of death in patients with end-stage renal disease (8, 9) . Patients with chronic HCV have a 15% risk of developing cirrhosis for an average period of 15 years, and 1-5% risk of developing HCC (10, 11) . HCV places a significant burden on health care system. Burden of the disease, for both mortality and cost, is expected to increase over the next decade. HCV infection would be a potential cause of morbidity, mortality and liver transplantation in the future (1, 4, 12, 13) . HCV can also place a high socioeconomic burden on the individuals affected and the society. This disease can also become chronic and similar to other chronic diseases; it can impose enormous costs both on the patients as well as on health and treatment system (14, 15) . Thus, it is not surprising that the health costs are the main concern of many health policy makers and academics in many countries (16, 17) . Knowledge of the costs of an illness can help policy makers to decide which diseases need to be addressed first by health care and prevention policies. Cost-of-illness studies show the financial impact caused by a disease on public programs (18) . It is always useful to measure economic burden and health care effectiveness to better understand and evaluate various intervention programs in the country. Despite some studies (19, 20) confirming high costs of HCV treatment and its importance on policy-making and health programs, in our country there are not available studies related to the economic burden of HCV. Therefore, performing such a study seems to be essential.
Objectives
The specific purpose of this study was to determine direct medical care costs of patients with chronic HCV who received the treatment of INF-RBV and PEG-RBV. Finally, the average direct medical care costs were calculated to achieve SVR.
Patients and Methods

Patient Selection
All the data for this cross-sectional study were collected from medical records of 284 patients with HCV who were referred to Tehran HCV clinic, a clinical clinic of Baqiyatallah Research Center for Gastroenterology and Liver diseases from 2005 to 2010. Therefore, a checklist was designed and developed. Based on this checklist, the information on the dosage and frequency of health services utilization and their related costs such as the fees of physician's routine visits, confirmatory tests (endoscopy, ultrasound, liver biopsy, pathology, and electrophoresis), laboratory tests and diagnostic markers of hepatitis, hospitalization costs related to liver biopsy and drug costs were extracted from the patients' records. The other variables which were included in the mentioned check list were personal information such as age, gender, profession, geographic region, urban/rural residence ,the patients' socio-economic information, history of blood transfusion, addiction (IV drug user), needle, stick and some other risk factors. Finally, 365 courses of HCV treatment were extracted from the information found in the medical records of these 284 patients. All the 365 courses, which met the necessary requirements for the study, were the ones only used for the treatment of HCV, and there was no interference with the treatment of other diseases such as hemophilia, thalassemia, diabetes, hepatitis B, kidney disorders, and some other diseases. That is because, if a patient had HCV along with other diseases, the treatment course would differ and the treatment cost would differ accordingly.
Protocol of HCV Treatment
Antiviral therapy plays an important role in treating patients with HCV infection, because SVR prevents progression of fibrosis, decreases hepatic inflammation and necrosis, reduces the risk of HCC, and improves patient survival (5, 19, 20) . Genotype, viral load and liver biopsy are important parameters used in selecting an antiviral therapy with the maximum chance of success (21, 22) . In the past, the combination therapy of INF-RBV was considered as a gold standard (3 MIU thrice weekly along with ribavirin 800 to 1200 mg per day). This treatment enhances SVR rate up to 38-43%. Achieving SVR is greatly dependent upon HCV genotype; in a way that genotype 1 requires 48 weeks of treatment to achieve SVR of 29%, while genotypes 2, and 3 need up to 24 weeks of treatment to attain SVR rate of 66% (23, 24) . Currently, the regular treatment of HCV is PEG-RBV (Alfa 2a in a fixed dose of 180 micrograms per week along with ribavirin 800 to 1200 mg per day). This therapy achieves SVR of about 50% for genotype 1, and 80% for genotypes2, and 3 (25, 26) . But, in many developing countries like Iran, conventional INF-RBV is still used for treating HCV, mainly because of financial reasons. A total of 365 HCV treatment courses provided the necessary data for the study. In 183 (50.1%) courses, conventional Interferon (Roche Products Ltd) with ribavirin (Roche Products Ltd makes Copegus/ MSD make Rebetol) had been used. In the remaining 182 (49.9%) courses, Peg-interferon (Roche Products Ltd make Peg-interferon alpha 2A: Pegasys) combination with ribavirin (Roche Products Ltd makes Copegus/MSD make Rebetol) had been used. Therefore, direct medical costs for both types of treatments were calculated separately, based on the relevant genotype.
Cost Analysis
The factors used for cost estimation included frequency of health resource utilization and unitary costs. Health resource utilization falls into the following categories including physician visit, hospitalization, confirmatory tests, laboratory tests and medication. Methodology of cost analysis in this paper is based on "Centers for Disease Control and Prevention" cost analysis introduction (27) . Also, the cost calculation method used in this study is the same as the one used in other Iranian studies of the field (28-31). The unit cost of different health resources including physician (GP/specialist) visits, confirmatory and laboratory tests, and hospitalization was calculated based on the price lists approved by Iranian Cabinet for the Public Health Centers (32) . 
Statistical Analysis
Descriptive statistics and frequency distributions such as mean, standard deviation, and percentage were used. T-test and one-way ANOVA were used to test the differences between means of continuous data. All statistical analyses were performed using SPSS, version 16.0 (SPSS Inc., Chicago. IL., USA). P < 0.05 was considered as statistically significant.
Results
In this study, 284 patients with the mean age of 41.6 ± 11.9 years had participated, of which 225 patients (79.2%) were male and 59 (20.8%) were female. Most patients (72.9%) were married, and education level of most (n = 142, 51.45%) was under high-school diploma. The highest Frequency of genotype 1a was (n = 179, 63%) followed by 3a (n = 64, 22.5%). Of the total number of Table 2) . To achieve SVR, there was an in crease of direct medical costs in both treatment courses, 10,072 and 34,035 PPP$ for INF-RBV and PEG-RBV respectively ( Table 3 ). The chance of achieving SVR in patients who had been treated with PEG-RBV was more than those treated with INF-RBV (OR = 1.837) ( Table 4) . Generally, in both therapeutic methods, the chance of attaining SVR is higher among the patients with genotype 3 than those with genotype 1 ( Table 4 ). An overview of SVR rate and related information and findings has been presented in Figure 1 . 
Discussion
In this study, it was found that the direct medical costs of HCV treatment with PEG-RBV are significantly higher than those courses treated with INF-RBV; that is undoubtedly, because of high costs of PEG. To achieve SVR, the direct medical costs would be definitely increased in both types of therapies. One reason could be that, fail to reach SVR and need to repeat the treatment course and this would increase the costs. Another reason might be related to the nonresponders patients who their antiviral regimen was
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Hepat Mon. 2013;13(5):e8415 According to the results, in PEG-RBV treatment, medication (85.7%) was found to be the dominant cost, while in INF-RBV courses the expenditure of laboratory tests (45%) was found to be the dominant cost. This is certainly because of the low cost of INF. And also the average costs of confirmatory tests and hospitalization were higher in INF-RBV. The treatment of HCV is very costly, and it is considered a high priority for health policy-makers, and especially for the patients infected with HCV genotype 1.
Patients with HCV genotype 1 are considered as the ones difficult to treat. According to the study of Amini et al, the most common HCV genotype in Iran was genotype 1a, and after that genotypes 3a and 1b had the highest prevalence (35) . This has also been approved by the findings of the present study. Genotype 1, in particular, cannot be treated efficiently with INF-RBV, while genotypes 2 and 3 respond favorably to the treatment. According to the results of this study, in PEG-RBV courses, the chance of achieving SVR in patients with genotype 3 is three times as much as the patients with genotype 1 (OR = 3.268). As for INF-RBV, the chance of achieving SVR in patients with genotype 3 is two times as much as those with genotype 1 (OR = 2.617). Moreover, genotype 1 infection may become chronic and more severe, and finally leads to cirrhosis and HCC much faster than genotypes 2 and 3 (21, 36) . Based on the findings in this study, we had 18 (6.3%) patients with cirrhosis, and from these patients 16 (5.6%) had genotype 1, and 2 (0.7%) had genotype 3. In addition, the results indicate that the average direct costs for achieving SVR in each treatment course are higher in patients with HCV genotype 1 than those with other genotypes.
Outcome of the first course of treatment showed that, of 36 patients who were resistance 29 (80.6%) patients had genotype 1 or 32 (82.1%) patients from 39 patients who had withdrawn from their treatment had genotype 1. And 37 (84.1%) from 44 patients and 16 (88.9%) from 18 patients who had relapse, and stopped their antiviral regimen according to their physician discretion had genotype 1. However the frequency of patients with genotype 1 is higher than patients with genotypes 2 and 3. Higher possibility of achieving SVR in PEG-RBV courses is another finding of this study, and it is quite compatible with the results obtained from the study performed by Fried et al, which showed that Peg-interferon combination therapy was more effective than Interferon combination therapy (25) . Therefore, these findings are of high value and importance to health policy-makers in the country. Based on the available information on the direct medical care cost of a HCV treatment by two common therapeutic methods in Iran and the evidence gathered from a few population-based studies already performed in the country on prevalence of HCV, a rough estimate of direct medical care cost during one course of HCV can be estimated. According to the information of 6 provinces in 2009 the prevalence of HCV was reported to be 0.16% by Alavian et al (6) . Since all the participants were from urban areas, it is assumed that our estimation of HCV cost per person only applies to urban adult population of Iran. According to the latest report published by the Statistical Center of Iran in 2006 (37) , urban adult population was 17,218,066 million. The total direct cost of treating HCV was estimated to be 12 billion PPP$ with INF-RBV, and 55 billion PPP$ with PEG-RBV; assuming that the HCV prevalence, according to the existing studies, is 0.16%. The mentioned costs only cover the costs of adult urban population. Also these are the costs calculated only for one course of HCV therapy. It is clear that not every patient with HCV attains SVR by only one course of therapy; therefore, some of them may need another course of therapy, and this can lead to extra expenses for patients and the society. To better understand this it is noteworthy that, in this study from 284 patients with HCV 147 (51.8%) achieved SVR in the first course of therapy and the others; 39 (13.7%) patients withdrew from their therapy, 44 (15.5%) patients had relapse, 36 (12.7%) patients were resistance, and 18 (6.3%) stopped their antiviral regimen based on their physician discretion. So from these patients, 72 (25.4%) patients were entered the second phase of treatment and from these, 35 (48.6%) patients attained SVR. And finally 5 (55.6%) of 9 (3.2%) patients, who were entered the third phase of treatment achieved SVR. Thus the medical costs of HCV treatment would be increased with more courses of treatment. According to physician discretion, some patients may enter the second or third course of treatment, if the chance of achieving SVR exists for them. Nonresponders patients and patients with cirrhotic are not entered the second or third phase of treatment. Continuing the treatment for these patients is regarded as a waste of time and money. Because continuing the treatment for these patients does not lead to any improvement. And also the treatment strategy for patients with cirrhosis is different from other patients with HCV. So they entered different phase of treatment that this conflicts with our purpose in this study. Other group patients such as those who are resistant or stopped their treatment based on their physician discretion and who had relapse, may entered the second or third course of treatment unless they received different alternative treatment. For example, 22 patients from 36 patients who were resistant entered the second course of treatment, and in this course they treated with PEG-RBV instead of INF-RBV, and 9 (41%) patients from them attained SVR. Or 8 patients from 18 patients that were stopped their treatment according to their physician discretion, entered the second course of treatment, and 3 (37.5%) achieved SVR. Thus the rate of SVR in the second and third courses of treatment increased to 187 (65.8%). The study faced some limitations. First, this study was not population-based; therefore, the selection bias of the study population must be kept in mind. Second, the study was performed in the center of Tehran (Capital of Iran), and the participants were mostly from the urban areas. Third, the study only measured direct costs; thus, other indirect costs resulting from missed hours from work and school as well as transportation costs have not been taken into account. Finally, the number of times the patients have used the medical resources has been calculated using the patients' records, which might be defective, and this could be also a source of bias. Regarding the obtained results, it is obvious that the direct medical costs of patients with HCV are so high. Future studies on the economic burden of HCV should attempt to estimate the indirect costs such as productivity loss, transportation, time spent by patients seeking care, costs incurred by caregivers and intangible costs such as emotional anxiety and fear, pain and stigmatization; so that the realistic and precise estimations of economic burden of HCV can be achieved.
